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anybody else. However, studies have suggested that race is 
an important factor in decision role, treatment choice, and 
survival.[4] For women from the developed world, mastectomy 
was found to be the preferred choice[4] compared to those 
from developed world, where patients desire to conserve 
their breast, even after being diagnosed with cancer.[5] Further 
global studies are needed involving women from diverse 
cohorts to investigate the multitude of factors that influence 
the individual’s decision.
The role of multidisciplinary management team is crucial, and the 
manner, and the extent to which the information is provided affects 
the patient’s decision. The patient should always be involved in the 
decision‑making process and should be provided with unbiased, 
factual information so as to minimize decisional conflicts.[4]

Asynchronous cutaneous metastases of 
medullary thyroid carcinoma
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Dear Editor,
Thyroid cancer as the most common endocrine malignancy 
usually appears as primary nodules within the gland but less 
frequently presents with other features such as metastases, 
which truly impoverishes the prognosis of the patient.[1,2] 
Medullary thyroid carcinoma (MTC), approximately 5-10% of 
all thyroid cancers, is an aggressive rare tumor arising from 
parafollicular cells (C‑cells) with a neuroendocrine origin that 
secrete calcitonin.[3,4] The skin metastasis usually presents as 
flesh-colored nodules that are tender; they may be itchy, and 
can be ulcerated.[2] These lesions can metastasize to regional 
lymph nodes, but may also spread hematogenously to affect 
liver, lungs, bones, and rarely brain and skin.[3,5] The skin 
metastasis of MTC is very rare and only 16 cases reported in 
English literature up to date.[1-5]

We describe here a 50-year-old woman who presented with 
two enlarging, flesh-colored, tender, subcutaneous nodules in 
the neck. In the history, MTC was diagnosed 4 years prior to 
presentation and thyroidectomy was performed subsequently. 
Two years later, radical neck dissection revealed recurrence 
of MTC at the local surgical site with nine reactive lymph 
nodes. One year after radical neck dissection, re-excision of 
the neck subcutaneous nodules revealed metastasis of the 
medullary carcinoma to skin and one lymph node. Now she 
presented with two right‑side subcutaneous nodules of the neck. 
The patient underwent external-beam radiation treatment after 
metastasis to the lymph node and skin but she died six months 
after recent metastasis.
Histopathologic examination revealed a well-circumscribed 
tumor in dermis composed of delicate trabecules, cohesive 
sheets and nests consisting of small to medium‑sized 
cells with ovoid nuclei, prominent nucleoli, and pale 
to eosinophilic cytoplasm [Figure 1]. Histopathologic 
findings were in favor of poorly‑differentiated carcinoma. 
Immunohistochemistry shows positive reactivity to 
chromogranin, synaptophysin, CD56, carcinoembryonic 
antigen, and S-100 which is suggestive of neuroendocrine 
carcinoma. Positive reaction to thyroid transcription 

factor (TTF)-1 and calcitonin and no reaction 
with thyroglobulin were consistent with metastatic 
MTC [Figure 2a and 2b]. Melanoma, merkel cell carcinoma, 
and mesothelioma were ruled out by negative reaction to 
HMB-45, CD20, and calretinin, respectively.
Metastasis of thyroid carcinoma to skin is extremely rare 
and usually occurs in the setting of disseminated malignancy. 
Cutaneous metastasis of MTC usually occurs in the late 
stage of malignancy and average length of survival after 
diagnosis of cutaneous metastasis is very low.[5] Occasionally, 
cutaneous metastasis of MTC is the first presentation of the 

Figure 1: Poorly‑differentiated carcinoma with delicate trabecules, cohesive 
sheets, and nests of small to medium‑sized cells (H and E, original 
magnification x20)

Figure 2: (a) Thyroid transcription factor‑1 staining shows nuclear 
immunoreactivity of tumor cells (immunohistochemical staining, original 
magnification x20). (b) Positive immunoreactivity of tumor cells with 
calcitonin (immunohistochemical staining, original magnification x20)
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of the trunk. Histologically, it should be distinguished 
from primary skin tumors and metastasis of lung and 
gastrointestinal carcinoma as well as mesothelioma by the aid 
of immunohistochemistry staining.
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Mediastinal schwannoma: A clinical, pathologic, 
and imaging review
DOI: 10.4103/2278-330X.155708 

Dear Editor,
Neurogenic tumors represent approximately 20% of all adult 
tumors and 35% of all pediatric mediastinal tumors and are 
the most common cause of a posterior mediastinal mass.[1] 
Forty‑five percent of schwannomas occur in the head and 
neck, with 9% occurring in the mediastinum. Schwannoma is 
the most common (about 50%) mediastinal neurogenic tumor. 
It is also known as neurilemmoma, neurinoma, or perineural 
fibroblastoma. It is a rare benign neural tumor, arising from 
the neural sheath Schwann cells of the peripheral, cranial, or 
autonomic nerves. This article reviews the clinical, pathologic, 
and imaging findings of this rare entity.
Some mediastinal tumors and other masses have been most 
often found in particular mediastinal locations; therefore, 
many authors have artificially subdivided the area for 
better descriptive localization of specific lesions. Most 
commonly, the mediastinum is subdivided into three spaces 
or compartments (i.e., anterior, middle, and posterior) when 
discussing the location or origin of specific masses or 
neoplasms. Historically, in adults, the most common type 
of mediastinal tumor or cyst found is the neurogenic tumor 
(21%-usually in posterior mediastinum), followed by thymic 
tumors (19%-anterior mediaastinum), lymphomas (13%), and 
germ cell tumors (10%). Foregut and pericardial cysts are the 
next most frequently occurring abnormality within this group. 
More recent data from several large series indicate that 
thymomas have become the most common mediastinal tumor.
Several tissues, including the neural tissue, neural sheath 
tissue, and associated fibrous connective tissue of mesodermal 
origin, can be the source of these neoplasms.[2] More than 
50% of the malignant schwannomas are found in patients with 
neurofibromatosis.[1]

Approximately two-thirds of the mediastinal tumors and cysts 
are symptomatic in the pediatric population, whereas only 
approximately one-third of the tumors produce symptoms 
in adults. This is most likely related to the fact that a 
mediastinal mass, even a small one, is more likely to have a 
compressive effect on the small and flexible airway structures 
of a child. When considering all age groups, nearly 55% of 
patients with benign mediastinal masses are asymptomatic 
at presentation, compared with only approximately 15% of 
those in whom masses are found to be malignant. On gross 
examination of the surgical specimen, it is usually solitary, 
encapsulated, and sharply demarcated from the adjacent soft 
tissue. Nerve of origin is often present in the periphery and 
does not penetrate the substance of tumor; thus, the tumor 
may appear to “hang” from large nerves. Large tumors 
may be cystic. It is also famous as “dumbbell tumor” as 
in posterior mediastinum, which originates from or extends 
into the vertebral canal. The tumor has usually yellow cut 
surface and is rarely dark red/black due to hemorrhage. 
Microscopically, it is composed of Schwann cells within 
a background of loose reticular tissue. Areas designated 
as Antoni A are more organized and are composed of 
cellular spindle cells arranged in short bundles or interlacing 
fascicles. Antoni B areas are hypocellular and contain more 
myxomatous loosely arranged tissue.[3] Mitoses are rare in 
benign schwannomas. Immunohistochemical staining of the 
cytologic specimen is positive for S-100 and negative for 
pan-cytokeratin, cluster of differentiation (CD) 34, CD117, 
calcitonin, smooth muscle actin, and desmin. A characteristic 
feature of malignant schwannomas is their ability to exhibit 
other cellular components such as clusters of epithelial cells, 
mucin‑secreting glands, and even mesenchymal features such 
as bone, cartilage, or skeletal muscle.
Malignant transformation can occur even without 
neurofibromatosis.[4] Transformation usually occurs to malignant 
peripheral nerve sheath tumor (MPNST), angiosarcoma, or 

malignancy.[2,4] Scalp is the most common site of metastasis and 
the investigation of a flesh-colored skin nodule, particularly in 
the upper part of the body, should raise the possibility of MTC.[2]

Immunohistochemistry study is helpful in distinguishing 
primary from secondary malignancies. Negative reaction 
to HMB-45 and CK20 exclude melanoma and Merkel cell 
carcinoma. Immunoreaction to TTF-1 is helpful to distinguish 
metastatic lung and thyroid carcinoma from metastatic 
gastrointestinal carcinoma and mesothelioma which are 
negative. Mesothelioma is ruled out by negative reaction to 
calretinin. Immunoreactivity to thyroglobulin can exclude 
lung carcinoma and differentiate papillary and follicular 
carcinoma of thyroid from MTC which is negative.[2] Precise 
diagnosis of MTC is upon positive reactivity to calcitonin 
and neuroendocrine markers, including chromogranin, 
synaptophysin, and CD56.
This asynchronous metastasis of MTC to skin is extremely 
rare presenting in the late stage of a disseminated malignancy. 
Cutaneous metastasis of MTC should be considered in 
any patients with flesh‑colored skin nodule in upper part 
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